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Conclusions:

OGA 154281 Technicel is mutagenic in Ames ass

ay at the concentration

of 1000 ug/plate in the presence and absence of motabolic activatione.

Concentrations tested: 5, 10, 50, 220, and 1000 ug/plate.

Classification of Data: Acceptable
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Title of Revort: galmonella/Marmalian-liicrosomes Mutagenicity Test with

CGA 154261 Technical

Trocedure:

Five nistidine-requiring strains of Salmonella iyphimurium
(TA98, TAL00, TA1535, TAl537, and TA1538) Wwere used in this study.

The mutagenicity of C3h 154281 Technicel dissolved in DMSO at
predetermined concentrations (i.e., 5, 10, 30, 220, and 1000 ug/plate)
was evaluated by the Amss Salmonella/Mammalian-Microsome Mutagenicity
Tost (Mutation Res. 31, 347-36h4, 1975) in the presence and absence of
axogenous metabolic activation (S-9 mix). The commercial S-9 liver
microsomal fraction prepared from Aroclor 1254-induced rats was obtained
from Bionetics, Charleston, South Carplina and used in this study. _

" Mutations were gquantified onm triplicate plates for each strain by counti
43s+ revertent colonies after 48 hours of incubation at 37 C. on a
histidine-deficient agar. If the compound is mutagenic, it would demone-
girate at least 2-fold increase over the control value and also exhibited
a dose-related increase in the number of histidine-indaependent colonies,
Positive controls snd solvent control were run concurrently with the
test compound in this study.

Results:
Mean Humber of His* Revertant Colonies Per Plate
Treat- Conc, TA98 TA100 TA1535 TA1537 TA1538
ment Per Plate -39 489 -89 439 B89 459 39 59 -39 459
D50 25 29 95 9 15 15 7 9 13 18
C3A 134281 - 5 ug o4 32 ol ok 15 12 8 7 14
o 20
10 : 23 29 - 98 100 15 11 8 8 11 16
50 . 26 29 100 100 12 11 8 8 14 20
250 . 35 26 98 104 10 17 12 15 - 23 29
1000 77* 101+ 106 113 10 13 19% 28+  87s  120»
Positive Controls: |
DNME 2 ug 706w - - - - - - - Low -
NalN3z 3 " - - T35 - - - - - - -
0.3 " - - - - 152 - - - - -
9uiiH 2w ‘
Acridine 4 * - - - - - - 113 .
5P 3 b - - L - - - - : "
BeiSFLM 10 ¢ - 35? - 753 - 376w - - - 11{?
3-Cii3~Cho-
la-nthrene 10 " - - - - - - - 57‘ - -

 Significently different from the solvent control: gsreater than 2-fold increase
over the solvent contirol; DNMC Z Daunomycin; BP = Benzo{+)-pyrene; B-iPLM =
B-Naphthylamine.
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Findings:

1. Based on the resulis obtained from the sreliminary toxicity teat,
the concentration greater than 1000 ug/plate exhibited toxic and 1nh1b1tory
properties to tester sirain TAl100. Therefore, the concentration of 1000
ug/plate was selected as the highest dose for this study.

2. The spontanscus revertant colonies for ezch of theae five strains
of Salmonella typhimurium (TAS8, TA100, TAl335, TAl537, and TAl538) were

found within the normal range of His= revertant colonies recommended by
the Ames test (1975).

3+ The strain specific control compounds (Deaunomycin, Naliz and 9=
Aminoacridine) and the positive conirol compounds to ensure the efficacy
of the aotivation (Benzo-(&) -pyrens, B-naphthylamine, and 3-CHz-Cholanthrene)
in thig study have given the positive respongses as expected,.

L, Signlxlcant increase in the number of revertant coloniss Was
observed at the highest concentration (1000 ug/plate) in three tester stralns
(TAS8, TA1537, and TA1538) both in the presence and absence of metaboliec
activation. These increases also exhibited a dogse-response relationghip.

Svaluation:

Under the test conditions reported, the test compound, CGA 154281
Technical is mutagenic in the Ames Salmonella/Mammalian-Microsome Mutegenicity
test at the conoentration of 1000 ug/plate. However, a mino§ deficiency
with respect to the density of grown cultures (i.e., 1-2 x 107 cells per ml)
in revorting of this study vas noted., This study is considered accepiable,
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